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HAS THE GWAS BEEN SUCCESSFUL?
T.D. Spector
King’s Coll. London, London, United Kingdom
Osteoarthritis (OA) is a common condition of bone and cartilage seriously
affecting one in four people aged over 60. It is now known to be strongly
heritable at all sites measured with estimates ranging from 40-65% heri-
tability. Upto recently the main studies available for gene discovery were
candidate genes and Linkage studies. Linkage studies have shown large ar-
eas of chromosomes associated with disease- which have partly replicated-
especially on Chromosome 2. However despite ten years of work- no clear
genes inﬂuencing OA in humans have been uncovered in this way.
Candidate gene studies have proposed over 100 possible known genes as
being responsible. Sadly - most of these (e.g Calm1, VDR, Il-6,CILP and
FRZB) have not replicated in recent larger meta-analysis studies- and most
of the previous candidate gene literature can now be dismissed.
GWAS have been performed widely since 2007 and have led to the discov-
ery of over 600 gene loci in over 50 diseases. Although the gene variants
discovered are common they are of small individual effect. In some diseases
like macular degeneration and Crohns disease 20-40% of variance can be
explained- but more commonly - like in osteoporosis - less than 2% with
34 genes. Nevertheless the genes found- like in osteoporosis are commonly
key biological targets useful in therapeutics.
Early genome wide association studies of OA using 100,000 SNPS from
Japan and pooled GWAS of 550,000 from UK have added further candidates-
such as GDF5 and PGE2. The major robust and signiﬁcant ﬁnding across
all populations is the GDF5 gene- although it has a modest effect in
Europeans- this replicated consistently and is also a key gene for height-
and is a skeletal development gene and may have a role in hip dysplasia.
The largest published GWA studies of OA to date is from the EU funded
Treat-OA consortium (www.Treat-OA.eu) To date these meta-analyses have
shown for knee OA another deﬁnite gene locus in Chromosome 7- which
has 5 possible functional candidates. So far Major genes for BMD have not
been found to inﬂuence OA in meta-analyses. OA gene ﬁnding is proving
more diﬃcult than for BMD- - particularly at the hip - this may be because
of smaller sample sizes or the heterogeneity of the phenotype. It is clear
that further genes can only be found by pooling all the world GWAS
samples -and this is ongoing via the Treat-OA consortium.
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MOLECULAR EPIDEMIOLOGY OF OSTEOARTHRITIS AND BIOMARKERS
E. Slagboom
LUMC, Leiden, Netherlands
Osteoarthritis (OA) is the most prevalent musculoskeletal disorder and
is associated with gross functional impairment and disability among the
elderly. Risk factors for OA are age, body mass index and genetic predis-
position which may act interactively. Up until now there are no reliable
clinical biochemical markers to monitor disease activity over time or to
assess quantitative joint tissue remodeling and/or inﬂammatory processes.
Research that aims towards identiﬁcation of such sensitive markers of OA
may directly improve the disease management. Equally, a better insight into
the pathogenic process may eventually lead to new intervention strategies.
Moreover, most investigations focus on ﬁnding pathways that determine
risk for OA, however, insight is lacking on factors that keep people healthy.
We established a multidisciplinary research line which is applied to char-
acterize human populations for OA and aging biomarkers integrated with
genomics technologies. The OA disease population consists of sibling pairs
of the GARP study with symptomatic and radiographic OA in two or more
joint sites of the hand, spine (cervical or lumbar), knee or hip. Radiographic
OA was assessed according to the Kellgren/Lawrence (0-4) method, while
symptomatic OA of knee, hip and hands was deﬁned according to the
American College of Rheumatology (ACR) recommendations. Since this
population has OA data on most prevalent joint locations, biomarker levels
are not likely to be confounded by OA at joint locations for which data
is lacking. Furthermore, GARP provides enough OA heterogeneity to detect
variation, whereas distinct OA endpoints can be studied such as knee or
hip OA. To establish whether healthy survival and exceptional longevity
associate to healthy locomotor functions, molecular research is applied to
the Leiden Longevity Study (LLS) consisting of long-lived Caucasian siblings
with their offspring and the partners thereof. The survival beneﬁt of these
families is marked by a 30% excess survival observed in the proband, the
parental and the offspring generation
Molecular epidemiological tools are applied to the molecular data sets gen-
erated in GARP and LLS to elucidate predictive proﬁles that mark biological
ageing and/or OA risk in the population and to elucidate underlying mech-
anisms. As proof of principle we explored the possibility to discriminate
patients on the underlying pathophysiology of the different OA subtypes.
Among the markers measured, urinary CTX-II levels were most consistently
associated to cartilage damage, however, lacked speciﬁcity to reﬂect OA at
speciﬁc joint locations. Integrated analyses, however, of multiple markers of
cartilage and bone indicated speciﬁc molecular mechanisms among GARP
OA patients. More recently urinary CTX-II and serum COMP were measured
and analyzed in Leiden Longevity study and suggest that familial longevity
is associated with a favorable maintenance of the cartilage integrity with
age.
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Univ. of Nottingham, Nottingham, United Kingdom
The relationship between structural change and symptoms in OA is incom-
pletely understood. Synovial and subchondral compartments are separated
in the normal knee, with the tidemark representing a barrier to diffusion,
and the articular cartilage and subchondral bone plate representing a
physical barrier to loading forces. In OA, this osteochondral barrier is
compromised, and osteochondral angiogenesis is increasingly recognised
as a key component of that structural change.
New blood vessels grow through channels from subchondral bone marrow
spaces into non-calciﬁed articular cartilage, both in human OA and in
animal models. Angiogenesis is accompanied by sensory nerve growth,
resulting in neurovascularisation of this usually avascular and insensate
structure. Nerve and blood vessel growth at the osteochondral junction
are associated with ﬁbrovascular replacement of the subchondral bone
marrow, and with growth factor expression in the subchondral bone spaces
and by articular chondrocytes. Increased expression of molecules such as
vascular endothelial growth factor, platelet derived growth factor and nerve
growth factor may drive blood vessel and nerve growth, whilst resistance
of the articular cartilage to vascularisation is reduced due to changes in
its matrix composition. Regulation of osteochondral angiogenesis appears
to be distinct from that in other joint structures, such as the synovium.
Angiogenesis is a key component of endochondral ossiﬁcation, resulting
in new bone formation around vascular channels at the osteochondral
junction, and of chondrophytes at the joint margin. Perforation of the
subchondral plate by vascular channels compromises the barrier between
synovial and subchondral spaces.
Vascularisation of the non-calciﬁed articular cartilage has been associated
with clinical symptoms and signs in OA. Osteochondral angiogenesis has
been targeted in animal models by preventing channel formation, or
inhibiting blood vessel growth. Blocking channel formation, for example by
metalloproteinase inhibition, reduces pain behaviour even in the presence
of osteophytes and chondropathy. Inhibition of blood vessel growth,
for example with the methionine aminopeptidase (MetAP)-2 inhibitor
PPI-2458, also reduces pain behaviour in the rat meniscal transection model
of OA. The unique matrix composition of the osteochondral junction raises
the potential to develop inhibitors of osteochondral angiogenesis with
more favourable side effect proﬁles than seen with angiogenesis inhibition
elsewhere. Further work is required to fully determine the relative contri-
butions to pain and joint damage, of angiogenesis at the osteochondral junc-
tion. Identifying aspects of OA structural change that lead to pain should
lead to focused strategies of disease modiﬁcation for symptomatic beneﬁt.
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METABOLIC DISEASES AND OA
P. Richette
Hôpital Lariboisière, Paris, France
Recent data have shown that primary osteoarthritis (OA) is not simply
a disease related to aging or mechanical stress of joints. Indeed, OA has
been linked in epidemiological studies not only to obesity but also to
other cardiovascular risk factors, namely, diabetes mellitus, dyslipidemia,
